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V. mm^35(2m^mmii. tm^^JL4mmi^^m!!^.. ^m^mm^f^.^..^^^ 
1. icja — 

umm^ 4-8 



PCT/CN2004/000458 



«^JS* 1-3,9 



^mwa 1-9 



xjikSffltt(iA) mmit 1-9 



2. ?|fiEWfl?# (^jqij 70.7) 

Jl*fcilS:#l: THE JOURNAL OF GENE MEDICINE, 2000. 2 (6) . 426-432. 

Toshiro Shhakawa et aI:P53 Adenoviral vector(Ad-CMV-p53) induced prostatic growtl. inhibition of primary 
cultures of human prostate and an experimental rat model. 
Jfif 2: CN1401778A 2003 3 ^ 12 B 

r "tavivoexperimentaldesign") . H 

E#2^^«*f f ^!r^^ ii^^t.^#2^.v^T^-^^^jii^4. 5mwm^m±m c^m^ 

fe*J^^l-9|PW££ffl^|^JiWJa>^. A:tXik^^ffie. W^^m'^i^4k^^ 33^ (4) W^^. 
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1 a -11^2004 (1 9 - 1 1 •2(- ...... 



^. ^gA#**tA^«^^^?,^^ ^^^^^^^^^^^^^^^ 

^a«**^^;r3a. &*i^ia*«6&, ^^^^^ 
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^^-^.^ IPEA/CN 



1 9 - HI 2004 (1 9 - 1 1 -aOOii 



4^t*A*tffl*:S«/;^^ CN 1401778A +->^T-*f«&^^Bli=ftSt 
^^y.J. ^A*^<*.4^«.^^ai<, DNA =^4r^ RNA 

5 *H&^?'J*«-ATGTTTACCGCCACACTCGCAGCOTCTGCACCTGGTGCCCG 
TCTCATCCTACCTCAGCACCTTCCAGATCTCTGACATGCGATCTCGACTCGACTCCTTCGCGA 
TGTACGGGCCAGATATACGCGTATCTGAGGGGACTAGGGTGTGTTTAGGCGAAAAGCGGGGCTT 
CGCTTGTACGCGGTTAGGACTCCCCTCAGGATATAGTAGTTTCGCTTTTGCATAGGGAGGGGCA 
AATGTAGTCTTATGCAATACTCTTGTAGTCTTGCAACATGGTAACGATGAGTTAGCAACATGCC 
TTACAACGAGAGAAAAAGCACCGTGCATGCCGATTGGTGGAAGTAAGGTGGTACGATCGTOCCT 
TATTAGGAAGGCAACAGACGGGTCTGACATGGATTGGACGAACCACTGAATTCCGCATTGCAGA 
GATATTGTATTTAAGTGCCTAGCTCGATACAATAAACGCCATTTGACCATTCACCACATTGGTG 
TGCACCTCCAAGCTTGCTACCGAGCTCGGATCCCG,..CTAGAGCCACCGTCCAGGGAGCACGTAG 
CTGCTGGGCTCCGGGGACACTTTGCCTTCGGGCTGGGAGCGTCTTTCCACGACGGTGACACGCT 
TCCCTGGATTGCCAGCCAGACTGCTTTCCGGGTCACTGCC.„ATGGAGGAGCCGCAGTCAGATCC 
TAGCGTCGAGCCCCCTCTGAGTCAGGAAACATTTTCAGACCTATGGAAACTACTTCCTGAAAAC 
AACGTTCTOTCCCCCTTGCCGTCCCAAGCAATGGATGATTTGATGCTGTCCCCCGACGATATTG 
AACAATGGTTCACTGAAGACCCAGGTCCACATGAAGCTCCCAGAATGCCAGAGGCTGCTCCCCC 
CGTGGCCCCTGCACCACCAGCTCCTACACCGGCGGCCCCTGCACCAGCCCCCTCCTGGCCCCTG 
TCATCTTCTGTCCCTTCCCAGAAAACCTACCAGGGCAGCTACOGTTTCCGTCTGGGCTTCTTGC 
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19 -1^2004 (1 9 . ll".2io4) 



ATTCTCGGACAGCCAAGTCTGTCACTTGCACGTACTCCCCTGCCCTCAACAAGATCTTTTCCCA 
ACTGGCCAAGACCTGCCCTGTGCAGCTGTGGGTTCATTCCACACCCCCGCCCGCCACCCGCGTC 
CGCGCCATGGCCATCTACAAGCAGTCACAGCACATGACGGAGGTTGTGAGCCGCTGCCCCCACC 
ATGAGCGCTGCTCAGATAGCGATGGTCTGGCCCCTCCTCACCATCTTATCCGAGTGGAAGGAAA 
TTTGCGTGTGGAGTATTTGGATGACAGAAACACTmCGACATAGTGTGGTGGTGCCCTATGAG 

ccgcctgaggttggctctgactgtaccaccatccactacaactacatgtgtaacag™^^ 

TGGGCGGCATGAACCGGAGGCCCATCCTCACCATCATCACACTGGAAGACTCCAGTGGTAATCT 

GAAGAGAATCTCCGCAAGAAAGGGGAGCCTCACCACGAGCTGCCCCCAGGGAGCACTAAGCGAG 

CACTGCCCAACAACACCAGCTCCTCTCCCCAGCCAAAGAAGAAACCACTGGATGGAGAATATTT 

CACCCTTCAGATCCGTGGGCGTGAGCGCnCCAGATGTTCCGAGAGCTGAATGAGGCCTTGGAA 

CTCAAGGATGCCCAGGCTGGGAAGGAGCCAGGGGGGAGCAGGGCTCACTCCAGCCACCTGAAGT 

CCAAAAAGCGTCAGTCTACCTCCCCCCATAAAAAACTCATGTTCAAGACAGAAGGflCCTGACTC 

AGACTGA...,CATTCTCCACTTCTTGTTCCCCACTGACAGCCTCCCACCCCCATCTCTCCCTCCC 

CTGCCATTnGGGTTTTGGGTCTTTGAACCCTTGCTTGCAATAGGTGTGCGTCAGAAGCACCCA 

GGACTTCCATTTGCTTTGTCCCGGGGCTCCACTGAACAAGTTGGCCTGCACTGGTGTTTTGTTG 

TGGGGAGGAGCATGGGGAGTAGCACATACCAGCTTAGATTTTAAGCTTTTTACTGTCACGGATG 

™r"""'"""™™'''™'''''''"*«"^'^^"^C'*«<=CACATTCTAGGT 

AGGGGCCACTTCACCGTACTAACCACGGAAGCTCTCCCTCACTGTTGAATTTTCTCTAACTTCA 

AGGCCCATATCTCTGAAATGCTGGATTTGCCCTACCTCGGAATGCTGGCATTTCCACCTACCTC 

ACAGAGTGCATTGTGAGGGTT„„AATGAAATAATGTACATCTGCCCTTCAAACCACCTTTTATT 

ACATCGGGTCTAGCGCGATCCACTAGTAACGCCCCCAGTGTGCTGGAATTCTGCAGATATCCAT 
ACACTGGCGGCCGCTCGAGCATGCATCTAGAGCTCGCTGATCAGCCTCGAC^^^^^^^ 

TTGCCAGCCATCTGTTGmGCCCCTCCCCCGTGCCTTCCTTGACCCTGGAAGGTGCCACTCCC 

ACTGTCCTTTCCTAATAAAATGAGGAAATTGCATCGCATTGTCTGAGTAGGTGTCATTCTATO 
GGGCGTGGGGTGGGGCAGGACAGCAAGGGGGAGGATTGGGAAGACAATAG^^^^^ 

ACGCTAGAGCT„„CACTATAATAATAAAACGCCAACTTTGACCCGGAACGCGGAAAACACCTGA 
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GAAAAACACCTGGGCGACTCTCCACGTAAACGGTCAAACTCCCCGCGGCCCTAGACAAATATTA 

ia.-^Jf-H (Genbank No: NC-001406 ) 

2. 1-70: ****W(70^i^^^fl|tiS*5&Bia^5,Ji,4, 3328 -&) 

3. 71-523: Rous ^ LTR ( ) 

4. 524-655: 5' 

5. 656-1837: p53 

6. 1838-2733: 3' « (*t^ 2298 ^i^*^ , , 

7. 2734-2848: «^^4:Am (2134 m»&it^l^A4r 5 
452 -(i^) 

/«^^-p53cDNA-^ 1 1 m 

pGT-3, tt^^rt-toS^ /'arf «.|±^t*«^;S«**^?.J . 

p53 

LTR Jt-f^iUjAmi PUC18 «<*.t . pCT-1- 
pGT-1 5J.a&*#*^«;ff S^BJ5183 (»^^ 

«#^: P-e012). ft*il^*5J.BM4pGT-l^±p]«j:*i 

pGT-2.. 

►X 5' ATGGAGGAGCCGCAGTCAGATC *. 5' ATATCTGCAGAATTCCAGCAC ^M,?} 

4 



1 9 • 115 2004 (1 9- 1 1 -20 



^. iti± PCR ri*A*«t^^T*) a ^ P53 . mt^^^ p53 &a ( ^ 

PCR A^*jrie RSV ( rous sarcoma virus ) 4^ LTR ( ^^^^ ). bch 
PA^?.J*.m^*BlE^J,J. *^-«A-^.J?l^ linker *f,J, mJt-^i^ 
**^^tPCR^,t. » LTR njt-^^M^ii^mt P53 5'#» 3' 

( JILB 1 ). 

pGT-2 ^» P53 A^^.Bl*4^^^^gj^Bj5j83^ 
^*-*^iPl».tM. nx, fB.|±AltSri». PCR J^ii^g^i,^^ 

pGT-3, «*t*t^*i|L^* 5 j,J ( * ei E;^J.J*^^- 

^yj* P53 *.0*it5S-j:^ ). p(,T-3. *2 Pad i*i,^t,|±^t. *l» 

PUC18 S^«<^.^?,J , 293 j_353 , 

^*"^l*l&«.*-^*^|L^*«^»^fc;5.j,j(eU-acti„g sequence ) 
^ LTR 44;^^^«4H4^A«-«^#,)&H P53. 

p53 Ati^-i-»^*;i|-T?iJ#,fe: 

;Sj.,t;ffl/-. *^.|±if. a^,,±^fe, ^^^,5 

P53 ASAi*itir^;gaj,^^^^^^^^_^^^^ ^^^^^ 

(expression cassette), -T^tt p53 &E|^feiB^&t S 

«^^>-6irf#/S. 11 J!,.|SA*«-J1^. P53 

^^^^ P53 

. 5 

fi: ^ IPEA/CN 



i^, mn-^i^^>\±^^^'fi^^^^^itsJ,i^JLt^ P53-^^, ^iTr^;^^ 

^"^^Xm^m/fJnif^lSS^^^. (ATCCCRL-1573, :^ 32>(J(.;ci5L, 1997 
4- 6 ^ 13 EI ATCC iTM; ) ^m^i-^ 5 Mii^^^-t- ( Ad5 ) DNA ^H^^m^W 
Ji^^^&^#, Ad5 5'^6t ll%6^^E]iJL (&:^^ElaX 

mm p53 ^i]-?^7vit^Mi-., ^iittj P53 ^i^m^ti^^^M • 
i^M^is.^^^m^%m^m^>^^BfMmmm p53, i^^^-f it 
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1 y •ii;3 2UU4 a 9 • 1 1 -20 



m ^^m^iR^^^^Tk,^^^^ ^j^ 5'CCACGACGGTGACA CGCTTC ^ 
5' CAAGCAAGGGTTCAAAGAC A^\^,VJ. p53cDNA iti± PGR r it#5'j 6^ 

vsz^m¥imim^^^y.m, ^x^^^f^^^f^^ PGRritp53 j.ei#5iJ6^ 

1400bp6^DNA>t^. 1, DNA^^-^t markers; 2. 3. 4, p53 cDNA PGR 

293 ^^fe^ 36 'hf^, i^i^^m^ ^^m-^ DNA PGR ^:^mtmmkm. 
-^m^, DNA>t^:^'h^<; 2750bp. 1, DNA ^-^i markers; 2. 
6^PGR^#^. . 

m 5 Hep-2 ^fp H1299 i^^^ 36 'i^Bt, 

Western blot p53 p53 J.iJ^ 

Hep-2 ^ H1299 1. ^^>t#>^^-^*; 2-3. m^li^m: 

SBN-1 Hep-2 ^ H1299.M^; 4-5: ^^'J^ SBN-1 ^^6^ Hep-2 

^ H1299 ^ML. 
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1 9 -11^ 2004 (1 9 - 1 1 - 2 004) 

m 7 Am s-p ms-?m^ 

C. '^.^M^^^^J^^^n^iS.^^ (MOI=200 ) ^^/^Uh. 

m^M^^m^^M.-^, (MOI=200) •^>ffT, S A,B,C 

^:5fe'^?'J 1 

5' ATGGAGGAGCCGCAGTCAGATC ^ S' ATATCTGCAGAATTCCAGCAC -f^^t^fU^; , 
^^^;^'J fix linker >^^.J, >X HeLa cDNA iJ?;^^;^!, i§. ?CK 

;^lt^4t, 72"C3£>ft 2^4t; fX;^;!-^^^: 94X:^.|± 1 SS'Cig.;^ i 
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1 9 •^11^2()04 (1 9 - 1 1 ..2004. 



(4GenBank Acc XM_058834 — It ), m^^^jQ^^, 

5'TCTGACATGCGATGTCGACTCG , 5' CGGCAGTGACCCGGAAAGCAG; 5' TCACAGAGTGCA 
TTGTGAGGG, 5' GCTCTAGCGTGGGGATCCa ^^.Ji^ 5'?]^^ 3'^^]^?]^ linker 

4. # 1 pmjff'i^M-^ 2 fm^^mnmf pgr s^^^n 

#5iJ PCR#4^/^4^LTR-p53-PA , ii-#i!i!.J^|^ii£. 

5. # 3 Pm^^']4 4 />^#^?.J LTR-P53-PA ^ T4 DNA **#.S^^|?i#, ^ 
#P53 

J^^^M^^m4§iJf'HA.m^] PUC18 ^'(^t^^*M^>i*^ pGT-l. 

7> I^^Sf^^^^^-* 5 ( ATCC-VR-5, ^%^^^ 75, 10 ( 6. 75 ) 

TCID (50) /ml ) DNA, M^iA^^^ pGT-1 *#^^^;^f® BJ5183. M 4 
°C$^t30^#, 42°C^>N^^50##, #^4'C^^f 1ml LB 

Bt>^, ^-f^^yi-^^y^ilJi, Fad ^Wm^A.^^ pGT-2 

(^^ Ad5 4^^^|J X 

8^ #P53 J.<^l.|il^*iEL^>f^pGT-2*#^:^^;j^^BJ5183, ISlJi:^ 
X6^p53j.El^ii^, ^jD/'^cmi?, ^^m±^t, -irf^^MT pUm ¥) 
9. #^^6tP0.|^>t*i:^.ti'f^>#^ CsCl^^t-f^i, CaCl,^>^#|fe 293 ^ 
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"(f- ft M IPEA/CN 



7 4^^^^, lOOOrpm M'<^^ 15 i^f, #Ji7fr, ^^fe^^ 37X:-80 

'C}m, ^m^'^fl, 4000rpin ^.^.^ 30^4t, ^Jiv^, ^>7i7^, Jl^^^—^ 

^: 4-C 60000 rpm, 16 'b^, '^^ Tfym^jr^^^iR^^^^^^^, ^ 
Spectra MW6000 it^^^ NIH H.H'^^tit^/f 4 'h&t, ^^itm<m 4°C. 

0.25|im6<|>:t^z±>:il^^, ■f-80-C'i^^. — ^^>f^ 

DNA, »a p53 5'CCACGACGGTGACACGCTTC ^ 5' CAAGCAAGGGT TCAAAGAC 

5' TTT CTC AGO TGT TTT CCG C ^ 5' CAT CGT ACC TCA 
GCACCTTC>«7lli^, PCR^^^^jL®4, i^J^^^i^^mM-^iRn^^i 

IK p53 J.gJ^Hep-2^H1299 ^MA^^!^, 

m-£i3.p53^^^^^ 293 ^^36^hH^. tM,^>^^m^^, P53 

western blot ^^/f, ^^iiL® 5, 

iL^^#Tf ^ 0. 5-lcm^J^:^, ^Fp^^^ lOOOU/ml -fr. ^#^6^i^#.>^ 
t. PBS (^-S-^^. ^#^) ;^2^. -^WI^^^^M^., 

^^^mJa.')^i-iR^rs^jL, m^^^AL^k'h^^it^fS] 

^mRiK4i^^>^4kmi). mis.^s^^-^tkj±, ^37-0, 5%co2 

llt#Xi^#, 6-8hr>^, 3-4i^f*j^^. PX;&^3-4ii 
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1 9 -.11.'? 2004 (1 9 • i r .■^2' 



#«-c,#J^: ^^mm^i^^^, *'J^ 10000 >^/ml 6tM^.^>g., #18 

CO^i^m^mt 6-8h, PBS^i.;^>;f.^3^, ^^t^S^t, 

^iaT in ;t 15min.gr, PBS >f 3 

^r^Ji, ^^5iL>t-h, ^f^^^;&a50Ml (^^A), m'\±^mmn^.^i^ 
PBS. ^^^^^I^t, ^d,^^^ 66. 7KPa, lOmin , PBS 3 ^ 

50m 1 ^^S^^^g 10min;^^ii{,PBS ^ 3 

50 m ^#^#^^^^^-i±^^t^g|^^, ^^^^g 10min;^jp.ili 
PBS^3^; ^;^10m1DAB^;^^^, ^>ST10min;^. PBS 3 ^ 

. ^^^^ imin, i%>mm^tmy, ^^^^immyK ^w^itm, 

24h, 48h, 72h;gr^it4feTXJiLS^JJ&^i&^'f-t:,. 

'fe4tT^^&^;f£,6^^^^i ( j^L^ 9): ^ 25cm'i^#^t##^<^ 5 x lo^^ 
^A^m^^. ^^24h>#, ^>^, ;&al.E]iial5^^^ 200MOm#^^, 
i^^48h, ;?]m>^M^. ^S^«^fe.€^^^it#i-^^6t5i1CJ!^^t. 2000r/mi'n 

^'^M5min. m^Ht^m. 2%/K^m;S. n^^^^^^^^^^i^^^ ^^^^ 
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i w/oiv^w^ / u [) 0 4 58 
1 9-11^2004 (1 9 . 1 1 - 2 0 0 4) 



^j^^-^m^i^^m^m, -i^^^^>?9f^^^^«^, ^m-t^R^^-;^^^ 
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"(t ^ IPEA/CN 



^ ^ ^ 



1. J^%^4r^4^^ P53 /^^M^m&^m^St±^}tifnA^^iB.^;^M4~ 
3. +^^^3l^>J^.ii 2 t^>tii6^>S;^),^#;fi£^i-^/fii6^^^^^^ p53 

^^^^'M-iiK^^^^. -t^A^^-^^m^pGT-i i^tf^m^mw^t^ 
^s^^^v ^ms^^^^ mm^is-^^^^mtiM^ pgt-2, ^^/^jl^^j^ 

^mtiMt^m)^.ti^s.m^^nms.n^ pgt-3, Pad m± 



W IPEA/CN 



1 9 'liM2ma9 '11-2004) 




cla I mi^it 

I 



pGT-2 

I 

m lA 



l/U 

^1" W P'^A/CN 



1 y. -11^2004 (1 9 - 1 1 . 2004) 



cDNA 
I 

pcarii 

p53 





LTR 

EZZI 
PA 



pGT-2 



EZE 



HI 



I 



El 



I I- • - I • 



T4 DNA 



nzin 



LRT p53 PA 



Pacl 




Pad 



HE 



Ad LTR p53 



m IB 



2/11 



PGR r it A p53 



mm 



1 



puci9 



LTR ^ PA mmn PGR mm 





r 


^mmm^w^ pgt-2 Mm.m 







mm El K:^±mMm^) 



mitmn-^m^ pgr nmmmm 

IK#pGT-3 



Pflci siiTj^ff AKii p53 mmmm 






< 293 mmim 






3fi:$^AAfim p53 mmmw 



1 





r 




r 









m 2 



3/11 

-fl- ^fc. ^ IPEA/CN 



1 3 • 11/3 isuu4 ay - li -2004) 




m 3 



4/11 

i>k jPEA\/CN 



3 

2 

1.5 
1.0 

0.5 




2.75 Kb 



m 4 
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fl" IPEA/CN 



1 y -11^2004 (1 9 • 11 «2004) 



KDa 

204 
121 



78 

- p53 

- P-Actin 
39.5 

30.7 



m 5 

6/11 

"l^^M IPEA/CN 




m 6 



7/11 

1^ ^i: j^i iPEA/CN 



1 9 -11^2004 (1 9 - 1 1 - 2 0 0 4) 





m 7 



8/U 



1 y •11/^ 2004 (1 9 - 1 1 . 2004) 




^ 8 



9/11 



i^&iM PEA/C- 



1 9 -11^ 2004 (1 9 . U - 2004) 




m 9 



10/11 
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ii/n 

# M IPEA/CN 



I 9 -11^2004 (1 9 - 1 1 . 2004) 

mm 

<iio> %mm ^ 

<i2o> mffm±^m.mmmmnwm^^52mm^mmm^^i&i 

<130> CPS41234 

<140> PCT/CN2004/000458 

<14l> 2004-05-09 

<150> CN03 125 129.3 

<151> 2003-05-10 

<I60> 1 

<I 70> Patentin version 3. 1 

<210> 1 

<211> 2848 

<212> DNA 

<2i3> Kumn 

<400> 1 

atgtttaccg ccacactcgc agggtctgca cctggtgcgg gtctcatcgt acctcagcac 60 

cttccagatc tctgacatgc gatgtcgact cgactgcttc gcgatgtacg ggccagatat 120 

acgcgtatct gaggggacta gggtgtgttt aggcgaaaag cggggcttcg gttgtacgcg 180 

gttaggagtc ccctcaggat atagtagttt cgcttttgca tagggagggg gaaatgtagt 240 

cttatgcaat actcttgtag tcttgcaaca tggtaacgat gagttagcaa catgccttac 300 

aaggagagaa aaagcaccgt gcatgccgat tggtggaagt aaggtggtac gatcgtgcct 360 
tattaggaag gcaacagacg ggtctgacat ggattggacg aaccactgaa ttccgcattg ' 420 

cagagatatt gtatttaagt gcctagctcg atacaataaa cgccatttga ccattcacca 480 
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A » • 11^ uy- 11 •2004) 



cattggtgtg cacctccaag cttggtaccg agctcggatc ccgctagagc caccgtccag 540 
Egagcaggta gctgctgggc tccggggaca ctttgcgttc gggctgggag cgtctttcca 600 
cgacggtgac acgcttccct ggattggcag ccagactgct ttccgggtca ctgccatgga 660 
ggagccgcag tcagatccta gcgtcgagcc ccctctgagt caggaaacat tttcagacct 720 
. atggaaacta cttcctgaaa acaacgttct gtcccccttg ccgtcccaag caatggatga 780 
tttgatgctg tccccggacg atattgaaca atggttcact gaagacccag gtccagatga 840 
agctcccaga atgccagagg ctgctccccc cgtggcccct gcaccagcag ctcctacacc 900 
ggcggcccct gcaccagccc cctcctggcc cctgtcatct tctgtccctt cccagaaaac 960 
ctaccagggc agctacggtt tccgtctggg cttcttgcat tctgggacag ccaagtctgt 1020 
gacttgcacg tactcccctg ccctcaacaa gatgttttgc caactggcca agacctgccc 1080 
tgtgcagctg tgggttgatt ccacaccccc gcccggcacc cgcgtccgcg ccatggccat 1140 
ctacaagcag tcacagcaca tgacggaggt tgtgaggcgc tgcccccacc atgagcgctg 1200 
ctcagatagc gatggtotgg cccctcctca gcatcttatc cgagtggaag gaaatttgcg 1260 
tgtggagtat ttggatgaca gaaacacttt tcgacatagt gtggtggtgc cctatgagcc 1320 
gcctgaggtt ggctctgact gtaccaccat ccactacaac tacatgtgta acagttcctg 1380 
catgggcggc atgaaccgga ggcccatcct caccatcatc acactggaag actccagtgg 1440 
taatctactg ggacggaaca gctttgaggt gcgtgtttgt gcctgtectg ggagagaccg 1500 
gcgcacagag gaagagaatc tccgcaagaa aggggagcct caccacgagc tgcccccagg 1560 
gagcactaag cgagcactgc ccaacaacac cagctcctct ccccagccaa agaagaaacc 1620 
actggatgga gaatatttca cccttcagat ccgtgggcgt gagcgcttcg agatgttccg 1680 
agagctgaat gaggccttgg aactcaagga tgcccaggct gggaaggagc caggggggag 1740 
cagggctcac tccagccacc tgaagtccaa aaagggtoag tctacctccc gccataaaaa 1800 
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actcatgttc aagacagaag ggcctgactc agactgacat tctccacttc ttgttcccca 1860 

ctgacagcct cccaccccca tctctccctc ccctgccatt ttgggttttg ggtctttgaa 1920 

cccttgcttg caataggtgt gcgtcagaag cacccaggac ttccatttgc tttgtcccgg 1980 

ggctccactg aacaagttgg cctgcactgg tgttttgttg tggggaggag gatggggagt 2040 

aggacatacc agcttagatt ttaaggtttt tactgtgagg gatgtttggg agatgtaaga 2100 

aatgttcttg cagttaaggg ttagtttaca atcagccaca ttctaggtag gggccacttc 2160 

accgtactaa ccagggaagc tgtccctcac tgttgaattt tctctaactt caaggcccat 2220 

atctgtgaaa tgctggattt gccctacctc ggaatgctgg catttgcacc tacctcacag 2280. 

agtgcattgt gagggttaat gaaataatgt acatctggcc ttgaaaccac cttttattac 2340 

atggggtcta gcgggatcca ctagtaacgc cgccagtgtg ctggaattct gcagatatcc 2400 

atcacactgg cggccgctcg agcatgpatc tagagctcgc tgatcagcct cgactgtgcc 2460 

ttctagttgc cagccatctg ttgtttgccc ctcccccgtg ccttccttga ccctggaagg 2520 

tgccactccc actgtccttt cctaataaaa tgaggaaatt gcatcgcatt gtctgagtag 2580 

gtgtcattct attctggggg gtggggtggg gcaggacagc aagggggagg attgggaaga 2640 

caatagcagg catgctgggg atgcggtggg ctctatggct tctgaggcgg aaagaaccag 2700 

ctggggctcg agggggatcc ccacgctaga gctgactata ataataaaac gccaactttg 2760 

acccggaaog cggaaaacac ctgagaaaaa cacctgggcg agtctccacg taaacggtca 2820 
aagtccccgc ggccctagac aaatatta ooar 
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